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Toxicity

Applicant seeks to register unaled (Dibrom) insecticide strip.
Toxicities

information was furniched by reference to Chevron's Ortho files.
of thé technical chemical are as follows:

Acute Oral Toxicity, rsts LDco = 430 mg/kg

Acute Oral Toxicity, guinea pigs LDs0 = 197 mg/kg
Acute Dermal Toxicity, rabbit LD5o = 1100 mg/kg

Moderste degree of derwel irritation did not subside within T days
Acute Inholation, wmice Lung effects at 1.2 mg/l air et 6 hours exposur?
Eye Irritation: In robbits, Dibrom produced permienent corneal opacity, and

also necrosis and scarring of the lids. Ho abnorinelities of the lens

were seen.

Demyelinetion Studies in Chickens, dogs, and rats: Dibrom fed at very high
doses on sn acute and subscute basis did not cause myelin degeneration
of either the central or peripheral nervous syste. :

A Q0-day feeding study in rats at 5, 25, & 100 ppn revealed no toxicity as
measured by bhody weight, weight gains, food consumption, food utilization,
morbidity, mortality, hematolugy, urine snalysis, Or gross or histopathologic
{indings. -

A 90-day feeding study in dogs at 10, 30, 100, and 300 ppm revealed no toxici
attributable to Dibrom as determined by growth, mortality, morbidity,
hematology, urine analysis, liver & kidney function, or gross or histo-
pathologic findings.

In another 90-day dog study, Dibrom was administered at levels of 0.25, 0.75;
2.5, and T.5 mg/kg/day, and no gross menifestations of toxicity were observec
It was concluded that 0.2 mg/kg/day may be considered the minimal effective
dose with respect to plasma cholinesterase activity, snd 2.5 mg/kg/day is the
minimal cffective dose for red cell cholinesterase activity.

In another J0-day stucly, rats received 10, 30, 100, and 300 ppm in the diet 1
13 weeks. It was observed that Dibrom affects red cell sctivity more markedi
than plasma or brain. Cholinnsterase data indicate that 30 ppm of Dibrom may
considered the no-cffect level for rats. Regencration wate over a 10 day
recovery period was high for all three tissues examined, suggesting that
Dibrom is a reversible inhibitor in vivo.

A 3~Generation Rat Reproduction Study at levels up to and including 25 ppil
_(1.25 mg/kg/day) did not reveal any sbnoramalities.
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Dibrom and its metabolities (DDVP, dichloroacetaldehyde, and dichloroethanol)
are rapidly hydrolyzed in mammols to yield no persisting tissue residues and
only trace levels of the administered compounds in milk.

S Studles in which Dibrom was administered to dairy cows at 1 and 10 ppa for
L - 21 days with milk samples taken periodicelly during the study gave no
detectable residues of Dibrom in rieat or milk at 0.02 ppm sensitivity.

“é‘ e Standard toxicity data were requested of the spplicant on the formulation to b
‘Tﬂ : fﬂ“@f’u marketed. Applicant responded by administering orally to dogs the technical
3 50 material and also pellets of the formulation; the technical material produced
;V REPRE severe and prolonged retching and vomiting, whereas the formulated pellets

produced no such reaction. Ve would not consider this a proper study to satis
the usual requirements for Acute Oral LD-p, AcuterDermal LDS , Acute Inhalatic
LDSO: Primary Eye Irritation, end Primary Skin Irritation. “However, because ¢
the nature of the formulation and its use, we would not consider Lheoe data
" necessary or applicable to the forumwlation.

Dut since use of the insecticide results in a continuous stmospheric level of
the pesticide, consideration must Le given to safety of this continuous
+ - exposure. The Americen Conference of Governmentel Industrisl Hygienists lists !
A a threshold limit value for Dibrom in workroom air (for a normel 8-hour workddkg
o or 40-hour workweek) of 3 mg /mJ The concentration of Dibrou present in the
N air from use of these naled insccticide strips would range from 2.3 to 32 ng/l
a value of 0.1%to 1% of the acceptable threshold limit value. Even though the
o exposure to naled from the insccticide strip could theoretically be continuous
' (24 hours per day), Toxicology Branch would ‘Judge this exposure to be safe.

Also requested was teratology data on the technical clcmlcal. These data i
have not yet been supplied.

RECOMMENDATION: Do not register until the data from the teratology study havc
been submitted and the product has been found to be
non-teratogenic.

] S@u—aa,/ LAT SﬁLGQM /uvu/o—eﬁ/ e im ear é Dr. Gescors ’
- doer s,n«z,% wbhel, Pl eate Oleck /o,f/ S fmitsin. auest. |
TOk Stuoties Aosuedd refeyat ate woehioras i br-éoelf%ﬁ

Roland A. Gessert, D.V.M.
Toxicology Branch

Z /0L




